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Guideline Status

This is the current release of the guideline.

Recommendations

Major Recommendations
For staging definitions, please refer to the Appendix in the original guideline document.

These recommendations have been adapted from the European Association of Urology's Guidelines on Penile Cancer (Pizzocaro et al., 2010),
the National Cancer Institute's Penile Cancer Treatment guidelines (National Cancer Institute, 2009), and the BC Cancer Agency's Cancer
Management Guidelines on cancer of the penis (Agency BC, 2009).

Institutional Approach

A multi-disciplinary approach encompassing collaboration between the members of the clinical team, especially the surgeon and the radiation
oncologist, is recommended for all patients undergoing treatment for penile cancer (Lynch & Pettaway, 2002).

Tis, Ta NO MO (Stage 0)
Management Options (National Cancer Institute, 2009)

e Surgical excision with an adequate margin. In order to minimize scarring, deformity, and impaired function, Mohs micrographic surgery is
preferred. During Mohs procedure, successive horizontal layers of tissue are excised and examined microscopically.

¢ Brachytherapy

e Laser therapy in selected cases, using Nd:-YAG or CO, lasers

e Topical treatment with 5-fluorouracil cream in cases of erythroplasia of Queyrat and Bowen disease.

e Topical treatment with imiquimod 5% cream, an immune response modifier.

e Cryosurgery in patients with erythroplasia of Queyrat and verrucous penile carcinoma



T1 NO MO (Stage I)
Management Options (Pizzocaro et al., 2010; National Cancer Institute, 2009; BC Cancer Agency, 2009)

e Circumcision is standard therapy.

e Wide local excision

e Partial penectomy (1 cm proximal to the lesion) for infiltrating tumours of the glans

¢ Brachytherapy for tumours that infiltrate the glans (T1, T2, and selected, well differentiated T3 tumours) (Lynch & Pettaway, 2002; Roth et
al, 2000)

e External beam radiotherapy for larger tumours or those extending onto the shaft

T2 NO MO (Stage II) and T3 NO MO (Early Stage I1I)
Management Options (Pizzocaro et al., 2010; National Cancer Institute, 2009)

e Partial penectomy or radical penectomy, depending on the extent and location of the neoplasm

¢ Radiotherapy (external beam or brachytherapy)

e Patients should be referred for appropriate use of imaging and needle biopsy, assessment, and discussion of lymph node scintigraphy, and
potential sentinel node biopsy prior to surgery.

¢ Prophylactic groin node dissection

T1-3 N1-2 (Stage III)
Management Options (Pizzocaro et al., 2010; National Cancer Institute, 2009; BC Cancer Agency, 2009)

e Partial penectomy or radical penectomy, depending on the extent and location of the neoplasm

e Antibiotic therapy for a short period then reassessment at six weeks

e Bilateral superficial inguinal dissection could be considered, upon direction by biopsy and imaging findings. Clinically evident regional lymph
node metastasis without evidence of distant spread is an indication for groin node dissection.

e Patients with positive lymph nodes in the specimen may be considered for radical radiation therapy.

e Surgery to inguinal lymph nodes and radiation therapy may only be considered as an alternative to radical surgery if patient declines.

e Post-operative adjuvant radiation therapy may be considered to decrease the risk of recurrence.

e Patients who are either not candidates for or who refuse surgery may be considered for radical radiation therapy to lymph nodes.

T4 or N3 or M1 (Stage IV)
Management Options (Pizzocaro et al., 2010; National Cancer Institute, 2009)

¢ Exenterative surgery in select cases
¢ Palliative radiotherapy and/or chemotherapy

Metastatic Disease and Adjuvant Therapy

Chemotherapy has been largely ineffective in treating patients with large disease burden (Roth et al., 2000; Sheen et al., 2003; Di Lorenzo et al.,
2009; Connell & Berger, 1994; Pettaway et al., 2010; Haas et al., 1999; Bermejo et al., 2007; Pagliaro et al., 2010). Options that have been
used in clinical trials include: bleomycin, vincristine, and methotrexate +/- radiotherapy and ifosfamide, paclitaxel, and cisplatin, followed by
surgery. There is no established role for adjuvant chemotherapy in patients who have completely resected disease.

Follow-Up

Follow-up of patients who have completed treatment for penile carcinoma allows for the detection of a potential recurrence, which may be curable
if the recurrence is regional or loco-regional, as well as the assessment of early or late complications from treatment (Pizzocaro et al., 2010).
Follow-up also allows for the periodic review and improvement of current treatment policy (BC Cancer Agency, 2009).

Follow-up traditionally consists of inspection and physical evaluation. Diagnostic imaging with ultrasound and PET scan are also useful modalities
(Scardino et al., 2004). As approximately 92% of all recurrences occur within the first five years (Crook et al., 2005) after which recurrences tend
to be local or new primaries, it is important to provide mtensive follow-up for the first two years with less frequent follow-up thereafter (Pizzocaro
etal, 2010).

The following schedule of follow-up mtervals is recommended (Pizzocaro et al., 2010):



e For patients who have received penile-preserving treatment of primary tumour:

e Years 1 and 2: every 3 months regular physician or self-examination

e Years 3, 4, and 5: every 6 months regular physician or self-examination

e Minimum follow-up: 5 years
Follow-up following penile brachytherapy will be more frequent initially and at the discretion of the treating physician
e For patients who have received amputation as treatment of primary tumour:

e Years 1 and 2: every 6 months regular physician or self-examination
e Years 3, 4, and 5: every 1 year regular physician or self-examination
e Minimum follow-up: 5 years
¢ For patients undergoing a 'wait-and-see' approach with respect to the inguinal lymph nodes:
e Years 1 and 2: every 3 months regular physician or self-examination; ultrasound with fine-needle aspiration biopsy
e Years 3, 4, and 5: every 6 months regular physician or self-examination; ultrasound with fine-needle aspiration biopsy
e Minimum follow-up: 5 years
e For patients who are pNO with respect to the inguinal lymph nodes:
e Years 1 and 2: every 6 months regular physician or selfexamination; ultrasound with fine-needle aspiration biopsy
e Years 3, 4, and 5: every 1 year regular physician or self-examination; ultrasound with fine-needle aspiration biopsy
e Minimum follow-up: 5 years
e For patients who are pN+ with respect to the inguinal lymph nodes:
e Years 1 and 2: every 3 months regular physician or selfexamination; ultrasound with fine-needle aspiration biopsy
e Years 3, 4, and 5: every 6 months regular physician or self-examination; ultrasound with fine-needle aspiration biopsy
¢ Minimum follow-up: 5 years

Clinical Algorithm(s)

None provided
Scope

Disease/Condition(s)

Penile cancer

Guideline Category
Management

Treatment

Clinical Specialty
Family Practice

Internal Medicine
Oncology

Radiation Oncology
Surgery

Urology



Intended Users

Physicians

Guideline Objective(s)

To provide recommendations on management and follow-up options for penile cancer

Target Population
Adults over the age of 18 years with penile cancer

Note: Different principles may apply to pediatric patients.

Interventions and Practices Considered

1. Multi-disciplinary approach to management encompassing collaboration between the members of'the clinical team, especially the surgeon
and the radiation oncologist

Surgical excision with an adequate margin (Mohs micrographic surgery)

Radiotherapy (brachytherapy, external beam radiotherapy, radical radiotherapy)

Laser therapy in selected cases, using Nd:YAG or CO, lasers

Topical treatment with 5-fluorouracil cream
Topical treatment with imiquimod 5% cream

Cryosurgery
Circumcision
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Partial or radical penectomy
Referral for appropriate use of imaging and needle biopsy, assessiment, and discussion of lymph node scintigraphy, and potential sentinel
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node biopsy prior to surgery
11. Prophylactic groin node dissection
12. Antibiotic therapy
13. Bilateral superficial inguinal dissection
14. Post-operative adjuvant radiation therapy
15. Exenterative surgery
16. Palliative radiotherapy or chemotherapy
17. Adjuvant chemotherapy for metastatic disease
18. Follow-up (physician or self-examination, ultrasound with fine-needle aspiration biopsy)

Major Outcomes Considered

¢ Penile preservation rate
e Regional failure rates

e Median survival time

e Overall survival rate

Methodology

Methods Used to Collect/Select the Evidence

Searches of Electronic Databases



Description of Methods Used to Collect/Select the Evidence
Research Questions

Specific research questions to be addressed by the guideline document were formulated by the guideline lead(s) and Knowledge Management
(KM) Specialist using the PICO question format (patient or population, intervention, comparisons, outcomres).

Guideline Question
What are the appropriate management and follow up strategies for penile cancer?
Search Strategy

Entries to Medline, EMBASE, and Cochrane (January 2000 to December 2011) and clinical practice guideline databases were searched for
evidence relevant to this topic. Search terns included: penile cancer OR cancer of the penis OR carcinoma of the penis OR penile carcinoma,
limited to studies published in English.

Number of Source Documents

Not stated

Methods Used to Assess the Quality and Strength of the Evidence

Expert Consensus

Rating Scheme for the Strength of the Evidence

Not applicable

Methods Used to Analyze the Evidence

Systematic Review with Evidence Tables

Description of the Methods Used to Analyze the Evidence

Evidence was selected and reviewed by a working group comprised of members from the Alberta Provincial Genitourinary Tumour Teamand a
Knowledge Management (KM) Specialist from the Guideline Utilization Resource Unit (GURU). A detailed description of the methodology
followed during the guideline development process can be found in the Guideline Utilization Resource Unit Handbook

(see the "Availability of Companion Documents" field).

Evidence Tables

Evidence tables containing the first author, year of publication, patient group/stage of disease, methodology, and main outcomes of interest are
assembled using the studies identified in the literature search. Existing guidelines on the topic are assessed by the KM Specialist using portions of
the Appraisal of Guidelines Research and Evaluation (AGREE) II instrument (httpz//www.agreetrust.org ) and those
meeting the minimum requirements are included in the evidence document. Due to limited resources, GURU does not regularly enploy the use of
multiple reviewers to rank the level of evidence; rather, the methodology portion of the evidence table contains the pertinent information required
for the reader to judge for hinself the quality of the studies.

Methods Used to Formulate the Recommendations

Expert Consensus


/Home/Disclaimer?id=38589&contentType=summary&redirect=http://www.albertahealthservices.ca/hp/if-hp-cancer-guide-utilization-handbook.pdf
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Description of Methods Used to Formulate the Recommendations
Formulating Recommendations

The working group members formulate the guideline recommendations based on the evidence synthesized by the Knowledge Management (KIM)
Specialist during the planning process, blended with expert clinical interpretation of the evidence. As detailed in the Guideline Utilization Resource
Unit Handbook (see the "Availability of Companion Documents" field), the working group members may decide to
adopt the recommendations of another institution without any revisions, adapt the recommendations of another institution or institutions to better
reflect local practices, or develop their own set of recommendations by adapting some, but not all, recommendations from different guidelines.

The degree to which a recommendation is based on expert opinion of the working group and/or the Provincial Tumour Team members is explicitly
stated in the guideline recommendations. Similar to the American Society of Clinical Oncology (ASCO) methodology for formulating guideline
recommendations, the Guideline Utilization Resource Unit (GURU) does not use formal rating schemes for describing the strength of the
recommendations, but rather describes, in conventional and explicit language, the type and quality of the research and existing guidelines that were
taken into consideration when formulating the recommendations.

Rating Scheme for the Strength of the Recommendations

Not applicable

Cost Analysis

A formal cost analysis was not performed and published cost analyses were not reviewed.

Method of Guideline Validation

Internal Peer Review

Description of Method of Guideline Validation
This guideline was reviewed and endorsed by the Alberta Provincial Genitourinary Tumour Team.

When the draft guideline document is completed, revised, and reviewed by the Knowledge Management Specialist and the working group
members, it is sent to all members of the Provincial Tumour Team for review and comment. The working group members then make final revisions
to the document based on the received feedback, as appropriate. Once the guideline is finalized, it is officially endorsed by the Provincial Tumour
Team Lead and the Executive Director of Provincial Tumour Programs.

Evidence Supporting the Recommendations
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Type of Evidence Supporting the Recommendations

The recommendations were adapted from existing guidance (see the "Adaptation" field).
Benefits/Harms of Implementing the Guideline Recommendations

Potential Benefits

Appropriate management and follow-up of penile cancer
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Potential Harms

e Farly and late complications of treatment
e The risks associated with radiotherapy include soft tissue necrosis and urethral stenosis, at rates of 10% to 20% and 20% to 35%,
respectively.

Qualifying Statements

Qualifying Statements

The recommendations contained in this guideline are a consensus of the Alberta Provincial Genitourinary Tumour Team synthesis of currently
accepted approaches to management, derived froma review of relevant scientific literature. Clinicians applying these guidelines should, in
consultation with the patient, use independent medical judgment in the context of individual clinical circumstances to direct care.

Implementation of the Guideline

Description of Implementation Strategy

e Present the guideline at the local and provincial tumour team meetings and weekly rounds.
e Post the guideline on the Alberta Health Services Web site.
¢ Send an electronic notification of the new guideline to all members of Alberta Health Services, Cancer Care

Institute of Medicine (IOM) National Healthcare Quality Report
Categories

IOM Care Need

Getting Better

Living with Iliness

IOM Domain

Effectiveness
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